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DETAILED ACTION 
Status of Application 

1 . The response filed February 18, 2009 has been received, entered and carefully 
considered. The response affects the instant application accordingly: 

a. Claims 1-7 have been amended. 

b. Claim 8-16 has been added. 

2. Claims 1-16 are pending in the case. 

3. Claims 1-16 are present for examination. 

4. The text of those sections of title 35. U.S. Code not included in this action can be 
found in the prior Office action. 

5. All grounds not addressed in the action are withdrawn or moot. 

6. New grounds of rejection are set forth in the current office action. 

Information Disclosure Statement 

7. The information disclosure statement filed 2/18/2209 fails to comply with 37 CFR 
1 .98(a)(2), which requires a legible copy of each cited foreign patent document; each 
non-patent literature publication or that portion which caused it to be listed; and all other 
information or that portion which caused it to be listed. A document is missing. It has 
been placed in the application file, but the information referred to therein has not been 
considered. 

8. The information disclosure statement filed 2/18/2009 fails to comply with the 
provisions of 37 CFR 1 .97, 1 .98 and MPEP § 609 because there is no translation for 
Hyojun. It has been placed in the application file, but the information referred to therein 
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has not been considered as to the merits. Applicant is advised that the date of any re- 
submission of any item of information contained in this information disclosure statement 
or the submission of any missing element(s) will be the date of submission for purposes 
of determining compliance with the requirements based on the time of filing the 
statement, including all certification requirements for statements under 37 CFR 1 .97(e). 
See MPEP § 609.05(a). 

New Grounds of Rejection 

9. Due to the amendment of the claims the new grounds of rejection are applied. 

10. Additionally, Examiner regrets the delay, but upon conference review of the 
specification, the unpredictability of the art, and the uncertain predictive value of the 
animal model in the specification, the following rejection is applied: 

Claim Rejections - 35 USC § 112 

11. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

12. Claims 1-16 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claims contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to use the invention. 

The conditions of glaucoma, diabetic retinopathy, retinal artery obstruction, 
retinal venous obstruction, and retinopathy of prematurity which is disclosed in the 
specification are highly unpredictable conditions that are difficult to treat whereby the rat 
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ligation model presented does not show predictive value to establish a predictive 
correlation for use in a subject in need thereof such as a human, for the different 
conditions claimed, particularly as the mechanisms involved in the diseases can be 
different. An example is Stargardt's disease (inherited macular degeneration) which has 
no treatment. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirements of 35 U.S.C. 112, first paragraph, have been described 
in In re Wands, 858 F.2d 731, 8 USPQ2d 1400 (Fed. Cir., 1988). The court in 
Wands states, "Enablement is not precluded by the necessity for some 
experimentation, such as routine screening. However, experimentation needed 
to practice the invention must not be undue experimentation. The key word is 
'undue', not 'experimentation'" (Wands, 8 USPQ2sd 1404). Clearly, enablement 
of a claimed invention cannot be predicated on the basis of quantity of 
experimentation required to make or use the invention. "Whether undue 
experimentation is needed is not a single, simple factual determination, but rather 
is a conclusion reached by weighing many factual considerations" (Wands, 8 
USPQ2d 1404). Among these factors are: (1) the nature of the invention; (2) the 
breadth of the claims; (3) the state of the prior art; (4) the predictability or 
unpredictability of the art; (5) the relative skill of those in the art; (6) the amount of 
direction or guidance presented; (7) the presence or absence of working 
examples; and (8) the quantity of experimentation necessary. 



While all of these factors are considered, a sufficient amount for a prima facie 
case is discussed below. 

(1) The nature of the invention and (2) the breadth of the claims: 



The claims are drawn to the treatment of glaucoma, diabetic retinopathy, retinal 
artery obstruction, retinal venous obstruction, macular degeneration, and retinopathy of 
prematurity by administering the claimed compound (elected compound is 1-[3-(2-(1- 
benzothiophen-5-yl)ethoxy)propyl]-3-azetidinol or T-817-MA). 
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(3) The state of the prior art and (4) the predictability or unpredictability of the art: 

In regards to the animal model, while the model is used to represent in the lab for 
several ischemic related disease such as glaucoma (Masuzawa et al.), the animal 
model does not provide adequate predictive value for treatment of the diseases 
claimed. 

As addressed in Rosenbaum et al. (Functional and Morphologic Comparison...) 
there are differences between models, and while the ERG is a more sensitive 
parameter then conventional histopathology, the timing of the measurement is as issue 
of accuracy. Even the duration of ischemia has an impact on the post-ischemic recovery 
as after 30 minutes of ischemia with either model (the specification uses the SL model 
at 30 minutes), there was progressive b-wave recovery to nearly 75% of the pre- 
ischemic baseline 7 days later with no significant retinal structural changes. 

Pang et al. (Acute effect of glaucoma medication on rat intraocular pressure) 
addresses the predictive value of the rat model for glaucoma. Pang addressed that the 
rat has been used in glaucoma research but model only has predictive value of some 
mechanisms but did not have predictive value of others as their responses were not 
identical to those observed in humans (Abstract, Discussion). The Foundation Fighting 
Blindness (Animal Model for Studying inherited Degenerative Retinal Disease) 
addresses that while there are many proposed animal models for Age-related macular 
degeneration, primates are the only laboratory mammal have a true macula limiting the 
availability of ideal animal models for this disease and that the animal model currently 
available mimic some but not all aspects of the pathology of AMD as the model involve 
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relatively young animal eyes and human AMD occur after decades. (Age-related 
macular degeneration section). 

Zhang et al. (Activation of the Mitochondrial Apoptotic Pathway in a Rat Model of 
Central Retinal Artery Occlusion) addresses that animal models to simulate the features 
of central retinal artery occlusion such as increasing intraocular pressure or ligation of 
the optic nerve can garner much information but with drawbacks. The increased 
intraocular pressure model can induce a more global ischemic insult and the ligation 
model (used in the instant specification)occludes the posterior ciliary arteries occluding 
uveal blood supply and the central retinal artery. The mechanical damage to the 
neuronal cells influences the interpretation of result employing these models. As a 
result, the model does not accurately represent the clinical exhibition of central retinal 
artery occlusion in humans. It is noted that as the central retinal artery and vein run with 
each other, the same issues would apply to the model for central venous retinal 
occlusion. 

The conditions themselves are unpredictable and difficult to treat. Schmidt- 
Erfurth (Management of neovascular age-related macular degeneration-previously 
submitted) addresses Age-related Macular Degeneration and how only recently gaining 
new insights in the pathogenesis of the disease are allowing for improved treatment for 
the management of the disease, but not cure as the etiology is still not clear for those 
skilled in the art and treatment currently is direct to slowing the progression but not 
recovery of lost vision. Additionally while there are new options being investigated, the 
efficacy is still being investigated. The Merck Manual (Age-Related Macular 
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Degeneration-previously submitted) supports that there is no known etiology for age- 
related macular degeneration. The prognosis is also unpredictable as addressed in 
wvvw.wrongdiagnosis.com (about prognosis). Stargardt's disease which is an inherited 
form of macular degeneration in children and young adults has no treatment at all 
(MayoClinic.com-Stargardt's disease: Can it be treated?). 

The Merck Manual (Diabetic Retinopathy-previously submitted) states that 
diabetic retinopathy management is with control of the diabetes and laser coagulation 
but treatment is designed to prevent further loss, not recovery (Prognosis and 
Treatment). This is also supported by the Mayo Clinic (Diabetic retinopathy-Treatments 
and drugs) which states that the treatment depends on the type of retinopathy, severity, 
and how well it may respond as surgery can slow or stop the progress of diabetic 
retinopathy but is not a cure as diabetes is a lifelong condition and future retinal damage 
and vision loss is possible. The National Eye Institute addresses that retinopathy of 
prematurity is unpredictable, the treatment destroys some side vision, the long term side 
effects are unknown, treatment decreases the chances for vision loss be does not 
always prevent it, not all respond to treatment, and the disease may get worse 
(http://www.nei.nih.gov/health/rop/-Retinopathy of Prematurity (ROP)). 

(5) The relative skill of those in the art: 

The relative skill is high. 

(6) The amount of direction or guidance presented and (7) the presence or absence of 
working examples: 
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The specification has provided guidance for the delivery of elected compound of 
1-[3-(2-(1-benzothiophen-5-yl)ethoxy)propyl]-3-azetidinol maleate (or T-817-MA) in the 
single working example for an ischemic ligation rat model to the optic nerve. As 
addressed above, the diseases claimed are unpredictable and difficult to treat and the 
model utilized does not have predictive value for treatment of the conditions claimed for 
a subject in need thereof with these conditions, particularly humans. In addition that 
there is not current treatment for Stargardt's disease, an inherited form of macular 
degeneration. 

(8) The quantity of experimentation necessary: 

Considering the state of the art as discussed by the references above, 
particularly with regards to the high unpredictability in the art as evidenced therein, and 
the lack of predictive value of the rat model for treatment of the claimed conditions in a 
subject such as a human, one of ordinary skill in the art would be burdened with undue 
experimentation to practice the invention commensurate in the scope of the claims. 

Response to Arguments 

13. Due to the translation provided, Applicant receives the foreign priority date. 

14. In regards to Applicant's argument to the copy of Xuan et al. for AMD treatment 
is not persuasive as Xuan suggests that AMD is a choroidal vascular 
abnormality/insufficiency and was published in 1999, and Schmidt-Erfurth et al. 
addresses that there are many other mechanisms involved not yet discovered and is a 
current review as it is dated 2007. Additionally, as addressed by the enablement 
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rejection above, there is no current treatment for Stargardt's disease, an inherent form 
of macular degeneration. 

Conclusion 

15. Claims 1-16 are rejected. 

16. Applicant's amendment necessitated the new ground of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GIGI HUANG whose telephone number is (571 )272- 
9073. The examiner can normally be reached on Monday-Thursday 8:30AM-6:00PM 
EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Fredrick Krass can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

GH 

/Zohreh A Fay/ 

Primary Examiner, Art Unit 1612 



